ABSTRACT
polar metabolites but this difference is eliminated by the addition of diphenylhydantoin at each of the three concentrations utilized in this study.
When the hydroxylation of cortisol or testosterone is induced in the human by the administration of diphenylhydantoin (DPH) or certain barbiturates, ring-A reduction of these steroids is significantly decreased Southren et al. 1969) . Paradoxically, this relationship in cortisol metabolism can be re¬ versed by incubating DPH with rat liver slices and a cortisol substrate. In this circumstance, J4-reductase activity is enhanced and the formation of 6-hydroxycortisol is substantially diminished (Sholiton el al. 1964) .
That a similar phenomenon may exist with testosterone as substrate is sug¬ gested by the increase in ring-reduced metabolites of testosterone produced by incubating 2.5 mg of DPH per gram of liver under the conditions utilized in the cortisol experiments (Sholiton et al. 1967 ). However, this amount of DPH in vitro failed to result in a reciprocal decrease in polar hydroxylated testosterone derivatives (HO-T). Indeed, in male liver incubates total polar metabolite formation was enhanced by this level of DPH.
The purpose of the present study was to determine if increasing the amount of DPH added to a standard liver incubate could produce an inhibition ol overall hydroxylation of a testosterone substrate.
METHODS AND MATERIALS
Incubation of adult male and female rat liver slices with radioactive testosterone was performed in a manner previously described (Sholiton et al. 1967 Paper Chromatographie separation of column eluates was achieved using the system: iso-octane:methanol:water (10:8:2) at 22°C for 6 h. In this system, the hydroxylated derivatives of testosterone are localized at the origin, whereas the non-hydroxylated ring-reduced metabolites migrate dependent on their polarities.
The hydroxylated derivatives were eluted with absolute methanol after localization by radio-scanning. The combined polar fraction from the 4 per cent, 10 per cent and 25 per cent methanol in chloroform eluates were quantitated by counting aliquots in toluene phosphor with a liquid scintillation spectrometer. Conversion to HO-T was calculated-by the following formula: cpm in combined polar fractions X 100 % conversion = cpm in substrate per incubate
RESULTS
The data presented in Table 1 and graphically depicted in Fig. 1 
